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RF. MARKS 



Claims 16-28 are under considetat.on. An Appends of .he pending claims is attached 
for the rammer's convenience. The following comments are put forth a, .his ,inte in response to 
the fina, rejection of the claims. Eavorable consideration of the following commenis relative to 
the outstanding regions as they may apply to the present cia.ms ,s respectfully revested tor 

reasons that follow . 

Cla, m s .6-22 and 28 stand rejected under 35 U.S.C. §103(a) as being unpatentable over 
,m u i. i ,,l /'MIRARFLLU in view of Kaufman. Meth. Enzymol. 
U S. Patent No. 5,639,595 to Mirabelli et al. (MlKABtLLij m 

185-487-511 (KAUFMAN). Applicants respectfully traverse the rejection. 

MIRABELLI is generally directed to the generation of random oligonucleot.des as 
antisense molecules, and in particular, as antisense molecules to infectious agents, such as 

bacteria. .„ 

The rejection is based on the proposition tha, MIRABELLI a, Column . 5, Imes 40-45 
discloses a library of random oligonucleotides expressed from p.asm.d vectors tha, integrate into 
a mammalian host eel, genome and direct the synthesis of MRP protein, which is expressed at, 
cell-surface. Applicants respectfully disagree and assert tha, MIRABELLI discloses that MRP s 
expressed from a cellular gene and that MRP expression is inhibited by random oligonucleotides 
expressed from plasmid vectors. 

Column 15, lines 38-55 states: 

Selection of cells containing active oligonuc.eotides which inhibit cell surface 

,rea«d with complement. Hood. L.E W.is»n.n L - « Wood 

ce sunace V Cells in which MRP expression has been inhibited b\ 

cells expressing MRP. Cells . wnic h ^ jn wh(ch 

:^"rp^ 

PCR amplification and DNA sequence of clonal populations of individual 
recovered cells using the Sanger dideoxy sequencing method. 

Two phrases with.n the above passage indicate that MRP expression is inhibited by the 
random oligonucleotides of MIRABELLI. Column ,5. lines 38-39 and hues 47-48 state 
respective,. "Selection of cells containing active oligonucleotides which inhibit cel, surface 
exprcssionof MRP", and "Ce„s ,n which MRP expression has been inhibited by oligonucleotide . 
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ra „dom„,i g o„uc,eo„deswhich 

n r *A ftSl Thus MRP is inhibited rather than expressed by the 
(MRP)" (.vce Column 14, lines 64-65). 1 nus. iviki 

random oligonucleotide library. 

Further support of Applicants' position is found at Column 15, hnes 3-10. 

MRP is expressed on the cell surface. 
T he or,g,n of the mu,,,dr„ g resistant cel, >,„e, H69AR, use, in the procedure described atColumn 
T,me3B- 5 5,s provided atColumnlS.lmes.-^ 
l cell lung carcmomacellline.issele^ 

Cancer Res. 47:2 59 4-2 5 9S, (MIRSK.I). Enclosed herein as Exhibit A rs the abstract of M1RSK1 
which describes the selection and isolation of H69AR: 

,,ufflARi of the human small cell lung cancer cell 
A multidrug recant var.ant (H69AR o hu doses 

, ine NC1-H69 » «^^ t month, H69AR expressed 

vincristine and vinblastine. 
In view of Exhibit A. Applicants respectfully assert that MRP is expressed by an H69AR cellular 
;„e rather „,an be,, encoded and expressed by the plasmid library of MIRABELLL To further 
Lor, ,h,s assertion. M1RABELE1 states a, Column I , line 31: "Cells are transfec ed w the 
I ,s,o„ library using standard calcium phosphate methods" The ■•Cells" referred to m , ,s 

cells expressed MRP prior to their transfection with the plasm.ds of M1RABELLI. 
iHetransfeLdexpressionlibrary.mayhacemisinterpretedthesentenceatColu^ 
n: "P-ittvely translated cells [H69AR] are selected by drug resistance. Appl.ca ,s 
re spec,fullv point out tha, ,h,s sentence does no, relate to the drug resistance associated „b 

Action and isola.ion of cells transfected w ith the library tha, expresses random 
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- — :r:: 

:r^c=^------"- r:— 

Synthesis of a random library. synt hesized by standard 

The expression cassette, . . . (SbU .L,. svn thesi7er. The expression 

pnosphoramidite chem.stry on "^^f^^ oHgonucleot.de, the 
cassette encodes restnction s.tes at the 5 and e and a 14 . base 

T7 RNA polymerase promoter, an RNAse PI recogn 
random sequence. 

hp of M1RABELL1 contains an RNA polymerase promoter for the 
trallscr ,pnon of*. P.as m ,d DNA into G f MIRABELL1 is a 

teaching or suggestion of sequences rt tn enable translation of an RNA 
s e qU e„ce. 0 ro™ 5 of S e q u^^ 

transcript into a pep*. Thus, MIRABELL1 teacbes « P«>** 

•° oHgo-C-ide e* P ressio, ^ ^ of M , RABELLI is 

g e„„mc of a bos, celL no, does MIRABELL1 o «, MIRABELL . tea* 

tha , ,„e plasnt.d nra y be isoiated fro, ceUs .ba, bad been transfe ,e « J 

<• „f H69AR cells because expression ot the transitu y 

r:^"— «^--^^ M ■ ofM,,,ABEu, 
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, r e tbat tliev be ...corporal into the I I6°AR genome. As outlined above and a. 
doesnotreouirethattlicvbc P „ 

Cokmm , , lines , . -24. .be plasi-ds o, M1RABF ..LI ^ ^ of 

ii *,oncfpntpH with the nlasmid Horary, 

m a mma„an cells .n respec , fu „ y asserl , na , K.AUFMANN does no, 

LI U KaIaN does descr.be retrovirus vectors a nd enumerates a 
add substantially to MIRABELLI. KAUFMAN ^ ^ 

,„e retrovirus partiele ,n,o a hos, cell. ..) the mu« 
Moreover, wbenv^^^ 

mnlpmlar library of retroviruses encoding a 

plurality of randomized peptides, a cellular y momma | ia n cell 

Lary of retroviral constructs encodin g a pluraUty of randomized peptides, o a m 

themselves or ,n the knovUedg g reasona ble expectation of 

, . Vaeck 947 F 2d 488. 20 USPQ2d 1438 (Fed. Cr. 1991 ) M.P.E.l . s~ 
disclosure, hire luetic. Mir.- 
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,„ , |K present case. the ened art. enher alone or n, combnrauon. does no, disclose ->> »' 

u- ^ tr. arrive at the present invention. 

contracting a retrovirus library, heretore. M1RAB ELL1 and 

pre5 en. invention without undue experintenlation fro, the disclosures of M1RABELL 

KAUFMAH e rentals. Applicants respectfui, subnti. that «he Terences either aioue or 



In view of these 
bina 

^aintsi^and.Ss,^ 

M1RABELL1. u, view of KAUFMAN and Nilsson « „. Cur, Op,, Struc. B,o,. ,560 
rtsllLSSON) Applicants respectfully traverse the rejection. 

■ ,• f r,, im sl6^2an<128applyinlraversingthe reJ ect.onofCla.msl6-6 
Section § I03,a, rejection of Claims ,6 P ^ ^ 

nH1R NILSSON does not cure any of the detects wun 

^^^^^^^^ 
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CONCLUSION 

«„...,,,.». —n::z:^. 

Respectfully submitted, 

FLEER HOHBACH TEST 
ALBR1TTON & HERBERT LLP 



R^binlvLSilva 
Reg. No. 38,304 



Four Embarcadero Center, Sun 
San Francisco, CA 941 11-418" 
Telephone: (415) 781-1989 
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, Amended, A molecular l.brarv of retrovuuses comprising « leas, .0' d.fferen, 
Tdomized nucle.c acids encoding a pluraldy of random.zed pepudes. 

least 1 0 5 different randomized nucleic acias encoumg p 
peptides. 

least 10 6 different randomized nucleic aciasencoum fc r 
peptides. 

least 10 7 different randomized nucleic acids encoumg H 
peptides. 

(Amended) A molecular library of retroviruses according to claim 16 comprising at 
LaTn O'lLl randomized nucleic acids encoding = plnraltty o, randomtzed 

peptides. 

r^uc^^ 

nucleic acids encoding a plurality of randomized peptides. 

A cellular Itbrary accordmg to Cairn 21 wberem said constructs are tntegrated into tbe 

cellular genome. 

A molecular library of retroviruses according to Cairn ,6, wberem said nucleic acids 
further encode a fusion partner. 

A molecular library of retroviruses according ,0 Cain, 23. wherein said fusion partner 

comprises a targeting sequence. 

i • f ,,,i „; m T! wherein said fusion partner 
A molecular library of retroviruses according to claim .3. wherein 

comprises a rescue sequence. 

a ir, rlaim ""3 wherein said fusion partner 
A molecular library of retrov iruses according to claim .3. 

comprises a stability sequence. 

A molecular library of retrov iruses according to claim 23. wherein said fusion partner 
eomprises a dimerization sequence. 

^in.ttnrhim 16 wherein said randomized n 
A molecular library of retrov iruses according to claim 16. 
nucleic acids are biased in their randomization. 



